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DETAILED ACTION 

Response to Amendment 

Claims 42 and 45 have been amended and claims 43 and 44 have been 
cancelled as requested in the amendment filed on 03 May 2006. Following the 
amendment, claims 42, 45 and 55-70 are pending in the instant application. 

Currently, claims 42, 45 and 55-70 are under examination in the instant office 

action. 

The Text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Any objection or rejection of record, which is not expressly repeated in this action 
has been overcome by Applicant's response and withdrawn. 

Applicant's arguments filed on 03 May 2006 have been fully considered but they 
are not deemed to be persuasive for the reasons set forth below. 

Double Patenting 

The provisional obviousness-type double patenting rejection of claims 42, 45 and 
55-70 as being unpatentable over claims 1-3 and 16 of copending Application No. 
08/905,709 and claims 36, 39, 40 and 53 of copending Application No. 09/498,459 is 
maintained for reasons of record in the previous office action dated 31 January 2006. 

In the reply filed 03 May 2006, it is stated that Applicants will respond to the 
rejection once it is no longer provisional. Thus, the rejection is maintained. 
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Claim Rejections • 35 USC § 102 

The rejection of claims 42, 45, 55, 57-61 , 63-68 and 70 under 35 U.S.C. 102(b) 
as being anticipated by WO 97/26913 to Stern et al. is maintained for reasons of record 
in the previous office action dated 31 January 2006 and as set forth infra. 

The claims, as amended, are to directed to a method for preventing and/or 
treating a disease involving 0-sheet fibril formation, other than Alzheimer's Disease, in a 
subject which comprises administering to the subject a binding-inhibiting amount of a 
compound comprising a fragment of sRAGE, which compound is capable of inhibiting 
binding of the 0-sheet fibril to RAGE so as to thereby prevent and/or treat a disease 
involving 0-sheet fibril formation other than Alzheimer's Disease in the subject. 

In the reply filed 03 May 2006, Applicants assert "nowhere does the '913 
application teach a method for preventing and/or treating a disease involving 0-sheet 
fibril formation, other than Alzheimer's Disease, in a subject which comprises 
administering to the subject a binding-inhibiting amount of a compound comprising a 
fragment ofsRAGE' (page 7 of the Response). Applicants' argument has been fully 
considered and is not found persuasive for the following reasons. 

The '913 document teaches that the agent may be "a soluble extracellular portion 
of a receptor for advanced glycation end product" (p.10, lines 28-29). Although the '913 
document does not recite "a compound comprising a fragment of sRAGE," Applicants 
use the open language "comprising" which allows for more than what is included in "a 
fragment of sRAGE." Thus, this limitation is anticipated by the '91 3 document because 
said document teaches sRAGE, i.e. a compound that comprises a fragment of sRAGE. 
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Also, as stated previously, the '913 document teaches a method for treating a subject 
with a condition associated with interaction of an amyloid-/? peptide with a receptor for 
advanced glycation endproduct (RAGE), which comprises administering to the subject 
an agent capable of inhibiting the interaction between the amyloid ^-peptide and RAGE, 
the agent being present in an amount effective to inhibit the interaction between the 
amyloid ^-peptide and RAGE, thereby treating the subject (p.12, lines 19-27). The '913 
document also teaches that the condition may be a number of disorders, e.g. diabetes, 
renal failure, hyperlipidemic atherosclerosis, ALS, neuronal cytotoxicity, MS, Down's 
syndrome, neuronal degeneration (p. 12, lines 29-33). Also, the condition may be 
associated with amyloid ^-peptide fibril or with aggregation of amyloid /?-peptide (p.13, 
lines 5-6) and Ap (1-40) is taught (p.20, line 10). Thus, the limitations of claims 42, 45, 
55, 57, 58, 63-68, and 70 have been met by the '913 document. Furthermore, the 
subject may be a mammal or human (p. 12, lines 33-34), and the administration may be 
intralesional, intraperitoneal, intramuscular, intravenous, liposome-mediated delivery, 
topical, nasal, oral, anal, ocular or otic delivery (p.12, line 34 - p.13, line 1 ), thus 
meeting the limitations of claims 59-61 . 

Thus contrary to Applicants' assertions, the '913 document teaches all the 
elements of the claims. Accordingly, claims 42, 45, 55, 57-61 , 63-68 and 70 are 
anticipated by Stern et al. 

The rejection of claims 42, 45, 55, 57-68, and 70 under 35 U.S.C. 102(e) as 
being anticipated by U.S. Patent No. 5,864,018 to Morser et al. is maintained for 
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reasons of record in the previous office action dated 31 January 2006 and as set forth 

infra. 

The claims, as amended, are to directed to a method for preventing and/or 
treating a disease involving /?-sheet fibril formation, other than Alzheimer's Disease, in a 
subject which comprises administering to the subject a binding-inhibiting amount of a 
compound comprising a fragment of sRAGE, which compound is capable of inhibiting 
binding of the /?-sheet fibril to RAGE so as to thereby prevent and/or treat a disease 
involving /?-sheet fibril formation other than Alzheimer's Disease in the subject. 

In the reply filed 03 May 2006, Applicants assert "like the '913 application, the 
'018 patent also does not teach a method for preventing and/or treating a disease 
involving /?-sheet fibril formation, other than Alzheimer's Disease, in a subject which 
comprises administering to the subject a binding-inhibiting amount of a compound 
comprising a fragment ofsRAGE' (page 7 of the Response). Applicants' argument has 
been fully considered and is not found persuasive for the following reasons. 

The '018 patent discloses that the isolated polypeptides of the invention comprise 
those "related to and/or derived from soluble human RAGE polypeptides... Thus soluble 
RAGE polypeptides generally comprise fragments of the extracellular domain of RAGE" 
(col.5, lines 4-38), thus anticipating the currently claimed limitation of "a compound 
comprising a fragment of sRAGE." Also, as stated previously, the '018 patent discloses 
a method for inhibiting atherosclerotic plaque formation in a diabetic subject, which 
comprises administering to said subject a polypeptide which comprises a soluble 
extracellular portion of a receptor for advanced glycation endproduct (AGE) or a 



Application/Control Number: 10/049,893 Page 6 

Art Unit: 1649 

derivative thereof, said polypeptide being capable of inhibiting an interaction between 
amyloid ^-peptide and RAGE. The '018 patent also discloses compositions for blocking 
interaction between AGE and RAGE. Such compositions may be used to reduce the 
pathological effects of diabetes (col.4, lines 10-34, 54-64; col.19, lines 9-15). The 
interaction of AGEs with RAGE has been implicated in activation of microglial cells by 
amyloid ^-peptide (col. 19, lines 15, 16). The /?-sheet fibril is defined by the instant 
specification as comprising amyloid fibril, prion-derived fibril, or amyloid-^ peptide (p.26, 
lines 22-24). Thus, a compound capable of blocking the interaction of amyloid-^ 
peptide and RAGE would inherently be capable of blocking the interaction between a 0- 
sheet fibril and RAGE. Thus, the limitations of claims 42, 45, 55, 57 and 70 have been 
met by the '018 patent. 

Although the '018 patent did not appreciate Ap (1-39), Ap (1-40), Ap (1-42) and 
Ap (1-40) Dutch variant, claim 58 recites the open language "comprises," which allows 
for more than what is included in these species of amyloid-/? peptide. Therefore, since 
the Morser et al. patent discloses amyloid-^ peptide, said peptide would inherently 
include at least one of the species recited by claim 58. 

The '018 patent discloses administration of the polypeptides to human and non- 
human patients (col. 18, lines 64-67; col.19, lines 1-31), thus meeting the limitations of 
claims 59 and 60. Further, the patent discloses that the a method of administration may 
be selected from oral, intravenous, intraperitoneal, intramuscular, or local administration 
(col.19, lines 57-67), thus meeting the limitations of claim 61. The '018 patent discloses 
prevention or treatment of disorders, such as Diabetes Mellitus, diabetic 
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macrovasculopathy (atherosclerosis), neuropathy, nephropathy, occlusive vascular 
disorders, amyloidosis (col. 19, lines 6-24), thus meeting the limitations of claims 62-68. 

Thus contrary to Applicants' assertions, the '01 8 patent discloses all the 
elements of the claims. Accordingly, claims 42, 45, 55, 57-68, and 70 are anticipated by 
Morser et al. 

Claim Rejections - 35 USC § 103 

The rejection of claims 42, 45 and 55-70 under 35 U.S.C. 103(a) as being 
unpatentable over U.S. Patent No. 5,864,018 to Morser et al., in view of Lilley et al., 
further in view of Kelley is maintained for reasons of record in the previous office action 
dated 31 January 2006 and as set forth infra. 

The claims, as amended, are to directed to a method for preventing and/or 
treating a disease involving 0-sheet fibril formation, other than Alzheimer's Disease, in a 
subject which comprises administering to the subject a binding-inhibiting amount of a 
compound comprising a fragment of sRAGE, which compound is capable of inhibiting 
binding of the 0-sheet fibril to RAGE so as to thereby prevent and/or treat a disease 
involving 0-sheet fibril formation other than Alzheimer's Disease in the subject. 

In the reply filed 03 May 2006, Applicants assert "as discussed above, nowhere 
does the '018 patent teach or suggest a method for preventing and/or treating a disease 
involving 0-sheet fibril formation, other than Alzheimer's Disease, in a subject which 
comprises administering to the subject a binding-inhibiting amount of a compound 
comprising a fragment ofsRAGE." Applicants also assert that Lilley et al. and Kelley 
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"fail to cure this deficiency, in that combined, they also fail to teach or suggest" the 
claimed method (pages 8 and 9 of the Response). Applicants' arguments have been 
fully considered and are not found persuasive for the following reasons. 

As stated above, the '018 patent discloses that the isolated polypeptides of the 
invention comprise those "related to and/or derived from soluble human RAGE 
polypeptides... Thus soluble RAGE polypeptides generally comprise fragments of 
extracellular domain of RAGE" (col.5, lines 4-38), thus anticipating the currently claimed 
limitation of "a compound comprising a fragment of sRAGE." Also, as stated previously, 
the '018 patent discloses a method for inhibiting atherosclerotic plaque formation in a 
diabetic subject, which comprises administering to said subject a polypeptide which 
comprises a soluble extracellular portion of a receptor for advanced glycation 
endproduct (AGE) or a derivative thereof, said polypeptide being capable of inhibiting 
an interaction between amyloid ^-peptide and RAGE. The '018 patent also discloses 
compositions for blocking interaction between AGE and RAGE. Such compositions may 
be used to reduce the pathological effects of diabetes (col.4, lines 10-34, 54-64; col. 19, 
lines 9-15). The interaction of AGEs with RAGE has been implicated in activation of 
microglial cells by amyloid /?-peptide (col. 19, lines 15, 16). The £-sheet fibril is defined 
by the instant specification as comprising amyloid fibril, prion-derived fibril, or amyloid-^ 
peptide (p.26, lines 22-24). Thus, a compound capable of blocking the interaction of 
amyloid-/? peptide and RAGE would inherently be capable of blocking the interaction 
between a £-sheet fibril and RAGE. Thus, the limitations of claims 42, 45, 55, 57 and 
70 have been taught by the '018 patent. 
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Although the '018 patent did not appreciate A£ (1-39), Afi (1-40), Afi (1-42) and 
Aft (1-40) Dutch variant, claim 58 recites the open language "comprises," which allows 
for more than what is included in these species of amyloid-^ peptide. Therefore, since 
the Morser et al. patent discloses amyloid-^ peptide, said peptide would inherently 
include at least one of the species recited by claim 58. 

The '018 patent discloses administration of the polypeptides to human and non- 
human patients (col. 18, lines 64-67; col.19, lines 1-31), as in claims 59 and 60. Further, 
the patent discloses that the a method of administration may be selected from oral, 
intravenous, intraperitoneal, intramuscular, or local administration (col.19, lines 57-67), 
as in claim 61 . The '01 8 patent discloses prevention or treatment of disorders, such as 
Diabetes Mellitus, diabetic macrovasculopathy (atherosclerosis), neuropathy, 
nephropathy, occlusive vascular disorders, amyloidosis (col.19, lines 6-24), as in claims 
62-68. 

The '018 patent does not disclose treating a wound associated with diabetes. 
However, Kelley teaches that prion diseases result from ^-sheets fibril formation 
(abstract), as in claim 56. 

Neither the '018 patent nor Kelley teaches a prion-derived fibril. However, Lilley 
et al. teaches that diabetes mellitus is associated with delayed wound healing 
(abstract), as in claim 69. 

Therefore, it would have been obvious to the person of ordinary skill in the art at 
the time the invention was made to arrive at the claimed invention by combining the 
methods of treating atherosclerotic plaque formation in a diabetic subject disclosed by 
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U.S. Patent No. 5,864,018 to Morser et al. with treating a prion disease as taught by 
Kelley and treating wounds associated with diabetes as taught by Lilley et al. The 
person of ordinary skill in the art would have been motivated to make these 
modifications in order to treat more of the complications associated with diabetes as 
taught by the '018 patent (col. 19, lines 6-24) and because compounds that prevent 
prion particle formation are important for therapeutics as taught by Kelley (p.932). The 
person of ordinary skill in the art would have had a reasonable expectation of success 
because the '018 patent teaches that it should work (entire document). 

Thus, contrary to Applicants' assertions, the combination of the prior art 
references is deemed proper. Accordingly, claims 42, 45 and 55-70 are unpatentable 
over to Morser et al., in view of Lilley et al., further in view of Kelley. 

Conclusion 

No claims are allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
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the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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Advisory Information 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Gregory S. Emch whose telephone number is (571 ) 
272-8149. The examiner can normally be reached on Monday through Friday from 
8:30AM to 5PM. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Janet L. Andres can be reached at (571 ) 272-0867. The fax phone number 
for the organization where this application or proceeding is assigned is (571 ) 273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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